System interactions.
The paradigm of sepsis as an excessive inflammatory response to infection should now be extended to include activation and/or depression of numerous systems within the body. These include neural, immune, hormonal, bioenergetic and metabolic pathways. The levels of activity of these systems vary both with illness severity and over time. Perturbation of the components of each pathway is independently associated with a heightened mortality risk yet interactions and temporal relationships remain poorly understood. A better delineation of this intricate network and an enhanced ability to monitor these changes should lead to improved targeting of interventions and an avoidance of potentially harmful therapeutic strategies. In addition, greater recognition of the deleterious covert effects on these systems of many therapies currently established as standard management, for example inotropes, antibiotics and sedatives, should hopefully minimise the iatrogenic contribution to mortality and morbidity.